
 
 

 

 
 
 
 

 

   
 

 

 
 

 
 

 

 

 
 

 

 
 

 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 019886/S-026 SUPPLEMENT APPROVAL 
NDA 019886/S-027 

Pfizer, Inc. 
ATTN: Clara I. Arrocain, M.D. 
Associate Director, Worldwide Regulatory Strategy 
235 E. 42nd Street, Mailstop 685/18/16 
New York, NY 10017 

Dear Dr. Arrocain: 

Please refer to your Supplemental New Drug Applications (sNDAs) dated July 28, 2009 
(Supplement 26), and August 23, 2010 (Supplement 27) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for Synarel (nafarelin acetate) Nasal Solution 2 
mg/mL. 

We acknowledge receipt of your amendments dated April 20, May 19, September 8, November 
9, and November 23, and December 8, 2010. 

We also refer to our letter dated July 15, 2010, requesting an update to the Post-marketing 
subsection of labeling. 

These supplemental new drug applications provide for:   

Supplement 26:  revisions patient labeling to augment cleaning instructions for the pump 
in the Patient Package Insert. 

Supplement 27:  the addition of the following language to the ADVERSE REACTIONS 
section, Postmarketing subsection of the Package Insert: 

“Cases of serious venous and arterial thromboembolism have been reported, 
including deep vein thrombosis, pulmonary embolism, myocardial infarction, 
stroke, and transient ischemic attack. Although a temporal relationship was 
reported in some cases, most cases were confounded by risk factors or 
concomitant medication use. It is unknown if there is a casual association between 
the use of GnRH analogs and these events.” 

and the relocation of  the Post-marketing sub-section to follow the clinical trial 
adverse event information and made other minor editorial changes to the Package 
Insert. 
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We have completed our review of these supplemental applications, as amended.  They are 
approved, effective on the date of this letter, for use as recommended in the enclosed, agreed-
upon labeling text. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 
identical to the enclosed labeling and include the  labeling changes proposed in any pending 
“Changes Being Effected” (CBE) supplements.  Information on submitting SPL files using 
eLIST may be found in the guidance for industry titled “SPL Standard for Content of Labeling 
Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. 

The SPL will be accessible from publicly available labeling repositories. 
Also within 14 days, amend all pending supplemental applications for this NDA, including 
pending “Changes Being Effected” (CBE) supplements, for which FDA has not yet issued an 
action letter, with the content of labeling [21 CFR 314.50(l)(1)(i)] in MS Word format that 
includes the changes approved in this supplemental application.  

REQUIRED PEDIATRIC ASSESSMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

Because none of these criteria apply to your application, you are exempt from this requirement.  

PROMOTIONAL MATERIALS 

All promotional materials that include representations about your drug product must be promptly 
revised to be consistent with the labeling changes approved in this supplement, including any 
new safety information [21 CFR 314.70(a)(4)].  The revisions in your promotional materials 
should include prominent disclosure of the important new safety information that appears in the 
revised package labeling.  Within 7 days of receipt of this letter, submit your statement of intent 
to comply with 21 CFR 314.70(a)(4) to the address above or by fax to 301-847-8444. 
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LETTERS TO HEALTH CARE PROFESSIONALS 

If you decide to issue a letter communicating important safety-related information about this 
drug product (i.e., a “Dear Health Care Professional” letter), we request that you submit, at least 
24 hours prior to issuing the letter, an electronic copy of the letter to this NDA to the following 
address: 

MedWatch Program
 
Office of Special Health Issues 

Food and Drug Administration
 
10903 New Hampshire Ave  

Building 32, Mail Stop 5353
 
Silver Spring, MD 20993 


REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 

All future 15-day alert reports, periodic (including quarterly) adverse drug experience reports, 
field alerts, annual reports, supplements, and other submissions should be addressed to the 
original NDA 19-886 for this drug product, not to NDA 20-109.  In the future, do not make 
submissions to NDA 20-109. 

If you have any questions, call Karl Stiller, Regulatory Project Manager, at (301) 796-1993. 

Sincerely, 

{See appended electronic signature page} 

Audrey Gassman, M.D. 
Deputy Director for Safety 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III  
Center for Drug Evaluation and Research 

ENCLOSURE: Content of Labeling 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

AUDREY L GASSMAN 
01/04/2011 
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